Searching^PAJ http://wwwl9.ipdl.ncipi.go.jp/PAl/result/detail/mai. 



(51)Int.CI. 



PATENT ABSTRACTS OF JAPAN 

(1 1 publication number : 08-1 57368 

(43)Date of publication of application : 18.06.1996 

A61K 31/55 
A61K 31/55 
// C07D223/16 



(21 Application number : 06-305867 (71 Applicant : OTSUKA 

PHARMACEUT CO 
LTD 

(22)Date of filing : 09.12.1994 (72)Inventor : YAMADA YOSHIHISA 

YAM AMU RA 
YOSHITAKA 
MORI TOYOKI 
TOMINAGA MICHIAKI 



(54) CURING AGENT FOR BRAIN EDEMA 

(57)Abstract: 

PURPOSE: To obtain the subject 
curing agent having suppressing 
activity against brain edema and 
excellent in safety and effectiveness 
by compounding a benzohetero 
compound expressed by a specific 
formula as an active component. 
CONSTITUTION: This curing agent 
contains at least one kind selected 
from among benzohetero compounds 
expressed by the formula [R1 is H or 
a halogen; R2 is NR5R6 (R5 and R6 
are each H or a lower alkyl); R3 is H, 
a halogen, a lower alkyl or a lower 



..C.= O 




NH C O <(J^ 



1 /9. 



2005/02/28 15:42 



Searching*PAJ http://wwwl9.ipdl.ncipi.go.jp/PAl/result/detail/mai. 



alkoxyl (preferably, «—:r--— . 

5dimethylamino-1 -[4-(2- " -<^-r 

methylbenzoylamino)benzoyl]-2,3,4,5-tetrahydro-1 H-benzazepine) and their 
salts as an active component. Further, the active component is preferably 
contained in an amount of e.g. about 5-50wt.% in the formulated composition. 



LEGAL STATUS 

[Date of request for examination] 1 6.07.1 997 

[Date of sending the examiner s 
decision of rejection] 

[Kind of final disposal of application 
other than the examiners decision of 
rejection or application converted 
registration] 

[Date of final disposal for application] 

[Patent number] 3002766 

[Date of registration] 1 9.1 1 .1 999 

[Number of appeal against examiners 
decision of rejection] 

[Date of requesting appeal against 
examiners decision of rejection] 

[Date of extinction of right] 

Copyright (C); 1998,2003 Japan Patent Office 



i 9/9 



2005/02/28 15:42 



(19) B#B#BfrT (JP) (12) fa ^ ffi =^ £ $8 (A) Ul>ttS¥UUH&M«* 

4#F^¥8- 157368 



(43)4iHflB ¥f£8 4f (1996) 6/U8B 



(SDInt.Cl. 6 




F I 




A 6 1 K 31/55 


A AM 








A AN 






// C 0 7 D 223/16 


A 










■ «-»- Mn *TJ^- 


*8S* !8Jfcl!©&2 OL (:£ 5 H) 




— 305867 


(7l)fcBffiSA 


000206956 








y\ *f&* awc^r- .*->< m- 


(22)ffigHS 


3FfR6*p(1994)l2Jl 9 B 




*]SC« s F«BISC#fflB!«I2TB 9#* 






(72)3B^# 


LUffl ffiA 








*KlfriSt!lffi*ttMBT8 -16 ^ , />U->3. 














(72)f£^# 


UUtt 
























®a^iip^mfisi«iDr*^.&*^coK48#tii! 






(72) »W* 










«SS!^«EFil5±««lTii5«{310- 6 






(74)ttSA 





(54) [fP^©***] JB&nfeS*!l 



(57) imm) D{t-&4*Rtf*«>**»6tt&»J:?>atfnfc^a:< tt> 

Ht 13 



R2 




(1) 



(SC1>. R' ttAJWS^XttAay^B^-SSr. R* 
«S-NR S R 6 &j*T. R 5 StfR s ft. 
fcoT. **«^X»4«»7^*JV«*a5'r. R' tt* 



(2) 



8-157368 



umm 1 3 -as** 

Hfci] 

R2 



00 



<1) 



C = 0 




NHCO 



14S-NR 5 R e £jj*T. R 6 K.tfR 6 I*. l^-XtelS 

f<trpT. zK^n^tmsiT^+^ass-r. R 3 &7K 
*->g£*-f. r 4 ttADy>^, (S)iS7;^;wax 

imxmzi 5 -i^/wsy- 1 - C4- (2- 
^f;K>^Ji'75/ 1 ) -ov-ov) -2, 3. 4, 

5-fh7tFD- 1 H-^WT-fe't^K.tf^-CJffi^ 
£> ti %> &■ «fc 0 3S «nfc < t fe 1 M & t L T 

to o 0 1] 

[0 0 0 2] 

t&ig-vmtmm&g.mz.M&iz&zz. Ba^ffiii. Mm 

ST**. 

[0 0 0 3] SSE. fl»SJfflCD^iffi«v V>-h-;K ^ 

[0 0 0 4] — f&5K 

[0 0 0 5] 
[-ft 2] 

R2 



(1) 




L- R3 



NHCO 



R* 



[0006] est*. R' njjc^^xtiADy^^ 

SrjS-r. R 2 tiS-NR' R 6 =&5ST. R 5 R^R 

r 3 Aoy>i?. <a«S7;i'+;i/ 

te®7;v*^£^M&7;io*->a&7K-r. D x-^to 

$} Y) , 05^t-&fe*V\* V 37* U •> >fe*X^ffl ^ 5f * > 

h->>}S*i^fflS:WLT^*Ct : foa6nT^* (3- 
J0 D 7^»5^ 4 5 0 0 9 7 ^^MSa^if 6-92 
8 5 4*tttt*!K) . 
[0 0 0 7] 

(1) TSbJnS'O'AfDlk&ttWOfiA'l 

n » as m m m t u t » s i z &. m r * a r <t £ t> m u 

^? [0 0 0 8] *&9lt*. ±IB— (1) T?at> 

[0 0 0 9] ±2B-jKSC' (1) fc7SSn**&fcU;9A 

[0 0 10] ADy>KfiLTIl 4WA«»**^. 

[0 0 11] «»7Jl'^HStbTtt. 0y*.«*3Mk 
X^Jk yatf^. -fvyofcfJK ^JV. tert-^ 

[0 0 12] <S8i7;W3^->StUT^ 

Xh + i^> 7Dtf*->> -f V^D#*S/, 
lerl-^h#->. ^.>^)V^^riy, ^Jris)^*^ 
SQcDBtm®. 1 ~ 6 OBttX»4»tt«tt7JW=i*^ll* 

[0013] *»w«w«»«»fl:&* (i) «^ 

tflJ^tfa-ayrmfF^ 5 0 0 9 vnWffl&lz 

^0 [0 0 14] *«W^^^tUTffi^&nS'ft-&^l 

(i) oi*3. ^s^^Ts^^tt. asawfcif*^ 

tt. ^ffith'Jf A« ^SJ7jc^^- h'J^AlfCD7;W*U 
e7AX?7- hS?©7;U* , J^7>ll'3 7- W^4fi»j5K 
bits® (1) «S1i2:^t-*'lk-&!fettv 51^©^ 

50 3nai=tip«an**t*ftc*ft»j*u«»ft. J9ttj>£8? 



(3) !Nf08¥ 8 - 1 5 7 3 6 8 

3 4 

tvx\t. w*.imm. mm. mm. &<t*mmm<Dm L-Tft#&sa©<i)©££ tomtvx 

mm. mm. p- h;n>;uu*>i6. x*>*;u*> \*. m^i^>j^u>i/>)=>~)v. *>**m. ftmr 

m. v^-^SE. -7U-f>K. <*x>K. nA£&. ftjR no-;k ft*K7Jkr)-A<©x;*7 i JWS§. t'7f>, ^ 

[0 0 15] ±8B-**5£ (1) T^fc 2 ifcBjcDW TifeSCAW SL<, cn^WJ&JilCJ&JrrfcKKg Lt 

3»J*»<t^*tt. ia»M»«3WtUT*3aT?»t). a£te H> tt. #&»J£LT::©#»l:::fe^T«fflSnTV>4*>© 

)S^^ffl$tx^>3i58[ffl. rasas, sa&ffj. #a». $48 D=r-;k 7*ot?u>yuri-;k is+^t-fy^f 

»»T«*J:0J:'<iai64aT^a#aiO'b©«jE<«ffl JPUTSfeSiJ. (MM!. *»» Alfcftl* trefcSPmi!!© 

tt. ffl-ft^-wu^A^ ^h«>«, k*. mm [0016] 2je»wojia}*m*&ft»J4 , ic-&wsna'<* 

JKSiJ. tK. x*/-;k 7a;v-;k *-/D7^. 7* &jBfi3^Sn*#/ffl*tt»^*^fcm ~7 oa- 
lffrW*. ^>:/>iBi, -t?7^>85i8u #Jkff*->;*^ &%. »* L<«*«J5~5 0ll%tt?.©^«tK 

;nr;va-x. tjyf - t^h^d-*. >j>&2r [o o i 7] *§&mm&MfcmM<Dlst-5-J3&tt.to \zfam 

us a, #ij t-x^eou k>#ois*3w. itm?^ &mmmmi&. i&mvxf-B. tts'j*-©<i»j©& 

>. 7;w^>Sf± h u fA. ?st7> #. **oM*i:jiii;fc*jSTa4«ns. 

*. «»#**mj5a, mss^k^A. sepj. a*. »*k mwm. vim. mi&mn.zfi*-7±.)m 

h'JOA. 7T7U>S ; E>'y'Jt'JK =fy^y. ?L 30 IfCXIi^H^ 7S/BS«»it©i«ttI^UT 

7>t*©«iM(. x>7>. Hit. **'J>. [0 0 18] *jinHtPMtMCfflo&:4ft». « 

-tT7?>^affi. »« ir». *fc»*JHffi»«o«?B*Ktt. *rs»a»<fc^**« 

fete. 7^M3-f-f &mt& i&i o~i ooomg»«sim^n50*52SL 

(4. fflflc4:bTC0?»»T?iSe*4iai©'b©i&j£<ffiffl-r [0 0 19] 

JH. 7 7k'7rfA5fc. 1f5f L >. x^/ 4b0ttl*ffl&*t7&. 

-JWS?©^«-»J. 75t7>, ^>X>^©^«jSPJ«Sr [0 0 2 0] tmffl 

5- v>^;U75y- 1 - (4- (2 -*3\>l^>\AfJk7S y) ^> 
'/'fW -2, 3. 4, 5-f h5t Kn- 1 H-^>i/7-tf tT> 150g 

7KtA MitfiKttS!) 40 g 

3->^^-? 30 g 



(4) 



8-157368 



^'JXfV^^'J^-jl/- 6 0 0 0 

x*y-;u 



2g 
1 0 g 

3g 
4 0 g 
4 0 g 

[0 0 2 1] 



5 _^^^7^y - i - [4- w-tz-jvo*/* ^> 

^;UD -2. 3, 4, 5-rh7hHD-l H-^>77izftf > 150g 



£x>!g 


1. 


0 g 


1 * 


3 3. 


5g 




7 0. 


0 g 


8 


3 0. 


0 g 




1 5. 


0 g 


#U exjUtfD'J K> 


1 5. 


0 g 


#»JX^I/>^U3-JU (M*77?^l 5 0 0) 


4. 


5 g 


tfiJXfl/^'Ja-^ (#Jl/#7y£X6 0 0 0) 


4 5. 


0 g 




3 0. 


Og 




3. 


Og 


«Xr7 U >i7{f*3/9A 


3. 


Og 



$KT**<^ >)VmWLlr V «J V I^W®.^^ 

[0 0 2 3] ifSW^eCSr^-XTjiaSL, ^;t^£ift 

[0 0 2 4] SISWW 3 



*»f3*n»«#ft:£4t». *x>ig. — «j>« 

yjWD X y^F-68 TkXf? *J 'J JPSfctt 

[0 0 2 2] ±SBS-&«l*No. 6 OX? 'J->T^S 
v>. jj^u ex;nf D U rtJUtfV^T. 1 5 0 OR 

#1^6 o o o &^&7 )v^—)v&mm^m&tiLmt-t 

2~1 4B#P B m<»-r*c ^iKtT^No. 1 6X£"J->* 

[4- (2-;*^;l'^>V , 'Ot'75y) 

i/-r;to -2. 3, 4. 5-r^tFa-iH — ;>\/7ife> 

jjf UX^U>^Un-Jl/ («-^fi : 4 0 0 0) 

U £i>&i$* ! l ! b/j:a<e>8 O , CT±tE©#9¥S0>ifcS7jc»;: 
i§A?2i±£. #e.nfc^<«€:4 OtSTCftSlU *5tW 
<Dm$b!&tt<t&®s &v>T#'Jx^W>^'Jn-;URa: 

5}?U^^rV'X^k>'V;Wtf^> ; 6y^-UX-N$:. ±85 



0. 

0. 
0. 
0. 



5 g 

3 g 
9 g 

4 g 
1 g 

0. 1 8 g 
0. 0 2 g 
10. Oml 

[ 0 0 2 5 ] usssasfc 1 (tt«IR#;Wfc 

Hefeiftiglt SD5y h (ffcS 2 5 0-350 

g) Srffll/ifc. 

[0 0 2 6] *BW»1WBK*JMM*©&Tk:«aff>l* 



(5) 



8-157368 



^s-ifa&iiA,*:. m$m*)v*:>®mm&® (S I A 

D HP) «u T^^Uy^SOng/hr, =>>h 
1 w 1 «t»fc 3 0 n g^rs«kpfcHISaLT*J^fc. * 
[0 0 2 7] K»M»5B@l:S 1 ADH?I*20©» 



fif*#dtttt (W) = 



8 



* (4- (2 -^?;^>y-f ;U7"5/) ^> , /-f;w - 

2, 3, 4, 5 -x h 7 t H a- 1 H-^>>/7ift! 
» t3 0mg/kggaft4I/. tec7>-^r©p»ctt7j< 
^2ml/kgS4Lft. 4*Mffci:Wrgi8*L. Aft 

[0 0 2 8] 
[»1] 



x 10 0 



[0 0 2 9] &£&H 1 &tfl2J 2 fC^f. 

[0 0 3 0] Bl KiftB. MfflOttllKAOjfcJRSa 

see £RjgK©s&g. o$o«2 9%ira3n5t>fflt 



20 



[0 1 } Illi3>h a-^p, XJHMlftlKttKC^Iffl 

[02] 0 2«a>Kn-m mfim&mm&ir&m 



[@i] 



[1212] 




♦ • 



* « 

p < 0. 

I><0. 



0 1 tv §. s\fY a -A) 
0 1 (v.. ftttftttlHit) 




9>Kb-* »SW*Hf*«ffi 3E«»«W 

I I 

NS 



* * P<0. 01 (v». d > h a - /l') 
44 P<0. 01 {vs. BfflftfftikffiSf) 



